

CO 






2 

o 










d 


HQ 




LL 






d 


% 
3 




d 


o 




Q 










< 


g 












I APPR 




I 



retroviral vector 



high activity 



■ UK 




SA 


neomycin 


PA 


promoter 


EX0N1 


SD 







Fig. 1A 




214 





CO 












2 






o 






CO 






ZD 
C/5 




IJL 


co 




o 


oo 

3 




b 


o 




Q 










< 


> 






O 


>■ 




cu 


CD 




iX 






CL. 






< 




a 



retroviral vector 



UK 




SA 


neomycin 


PA 


promoter 


EX0N1 


SD 




UK 





genomic locus high/lowactmty 



— II — [promoter 




exonl|SDh // HSA|exon2-(n-1)lSDh //- |SD| exon(n) ~[RA] -//- 
intronic intronic 



Fig. IB 




0> 

retroviral vector 




high activity 













|sa| neomycin j Pa| promoter 


EXONl | 5D| 




LTR 


LTR 








h/ghy 


f lpw activity 




promoter 


[ ^on 1 







transcripts /cDN A synthesis 




aaaa^aaaaaaaaaaa 




expression of the resistance marker 
allows one to select cells that transcribe 




7*1 + 



high activity 



retroviral vector 













|sa| neomycin |PA|promoter 


EXONl J 5D.1 




LTR 


LTR 







b4r 



high/ low activity 



—//—{ 





-in... 


promoter 


exon 1 






so]— J! — [sa| exon 2-(n-l) so}- ff — |sd| exon(n)|PA 



egression of the resistance marker 
allows one to select cells that transcribe 




cos/ 


SEQ-4 




muliple cloning site 




— SEQ-5 




liter (A) 


1 1 


5 




COS 




IB) 

genomic locus 



hi gWldw ac ti vi ty 



exon 1 



]— J! — exon 2-(n-l) so— ff^str ^gxon (n) pa ^ 



chimearic transcripts /cDNA synthesis 



1) 



aaaaaaajuaaaaiaa 



expression of the resistance marker 
allows one to select cells that transcribe 



a second message 



BTK-1 
2) 



BTK-4- 



BTK-3 



| EXON 1 (modified bik gene) | cxon2 - exon (n-1) jexon (n) | aaaaaaaaajaaaaaa 




intronic intronic 




chimearic transcripts/cDNA synthesis 



neomycin 



BTK-1 
2) 



rtk-3 

EXONt (modified btk gene) | cxorQ - exon (n-1) }<xon (n) j aaaaaaaaaaaaaaaa 



expression of the resistance marker 
allows one to select cells that transcribe 



a second message 



s^sCET-2N 



GET-2 
RTT-1 



TST vector 

(e.g. lambdaPhage) 



cos 


SEQ-4 




muliple cloning site 




— SEQ-5 




< 


5 ^ 


5 




COS 



